In the adult mammalian cortex, a small fraction of spines are created and eliminated every day, and the resultant synaptic connection structure is highly non-random, even in local circuits. However, it remains unknown whether a particular synaptic connection structure is functionally advantageous in local circuits, and why creation and elimination of synaptic connections is necessary in addition to rich synaptic weight plasticity. To answer these questions, we studied an inference task model through theoretical and numerical analyses. We show that a connection structure helps synaptic weight learning when it provides prior expectations. We further demonstrate that an adequate network structure naturally emerges from dual Hebbian learning for both synaptic weight plasticity and wiring plasticity. Especially in a sparsely connected network, wiring plasticity achieves reliable computation by enabling efficient information transmission. Correlations between spine dynamics and task performance generated by the proposed rule are consistent with experimental observations.
particular, when a connection is sparse, the connection structure improves performance compared with 22 that of a randomly connected network by reducing signal variability. Based on these insights, we proposed 23 a local unsupervised rule for wiring and synaptic weight plasticity. In the rule, connection structure and 24 synaptic weight learn different components under a dynamic environment, enabling robust computation. 25 The model also replicates various experimental results on spine dynamics. 26 
Results

27
Connection structure helps computation in sparsely connected networks 28 What should be represented by synaptic connections and their weights, and how are those representations 29 acquired? To explore the answers to these questions, we studied a hidden variable estimation task ( Fig   30   1A ), which appears in various stages of neural information processing [23] [24] [25] . In the task, at every 31 time t, one hidden state is sampled with equal probability from p number of external states 32 s t = {0, 1, ..., p − 1}. Neurons in the input layer show independent stochastic responses 33 r t X,j ∼ N (θ jµ , σ x ) due to various noises (Fig 1B middle) , where θ jµ is the average firing rate of neuron 34 j to the stimulus µ, and σ x is the constant noise amplitude. Although, we used Gaussian noise for 35 analytical purposes, the following argument is applicable for any stochastic response that follows a 36 general exponential family, including Poisson firing (S1 Fig) . Neurons in the output layer estimate the 37 hidden variable from input neuron activity and represent the variable with population firing. This task is 38 computationally difficult because most input neurons have mixed selectivity for several hidden inputs, and 39 the responses of the input neurons are highly stochastic ( Fig 1C) . Let us assume that the dynamics of 40 output neurons are written as follows:
where c ij (= 0 or 1) represents connectivity from input neuron j to output neuron i, w ij is its synaptic 42 weight (EPSP size), and h w is the threshold. M and N are population sizes of the input and output 43 layers, respectively. In the model, all feedforward connections are excitatory, and the inhibitory input is 44 provided as the global inhibition I t inh . 45 If the feedforward connection is all-to-all (i.e., c ij = 1 for all i, j pairs), by setting the weights as 46 w ij = q jµ = θ jµ /σ 2 x for output neuron i that represents external state µ, the network gives an optimal 47 submitted to bioRxiv 3/32 
Note that v i is the unnormalized log-likelihood, and the units on the y-axis are arbitrary.
inference from the given firing rate vector r t X , where the value q jµ represents how much evidence the 48 firing rate of neuron j provides for a particular external state µ (for details, see Materials and 49 methods). However, if the connectivity between the two layers is sparse, as it is in most regions of the 50 brain, optimal inference is generally unattainable because each output neuron can obtain a limited set of 51 information from the input layer. How should one choose connection structure and synaptic weights in 52 such a case? We first considered two extreme examples for illustration purposes. One strategy is to use 53 synaptic weight for approximating the optimal representation while keeping the connection random with a 54 fixed connection probability (weight coding). In this case, c and w are given with Pr[c ij = 1] = ρ and 55 w ij = w µj = q jµ /ρ, where the mean connectivity is given as ρ = γq , andq is the average of the 56 normalized mean response q jµ (i.e.,q = 1 M ρ j µ q jµ ). Parameter γ is introduced to control the 57 sparseness of connections, and here we assume that neuron i represents the external state
, output neuron i represents the state µ). The other strategy is 59 to use synaptic connectivity for the representation while fixing the synaptic weight (connectivity coding). 60
In this case, the model is given by Pr[c ij = 1] = ρ µj and w ij = w µj = 1/γ, where ρ µj = min(γq jµ , 1).
61
If we sort input neurons with their preferred external states, the diagonal components of the connection 62 matrix show high synaptic weights in the weight-coding scheme, whereas the diagonal components show 63 dense connection in the connection-coding scheme (Fig 2A) . Note that neither of the realizations is 64 submitted to bioRxiv 4/32 strictly the optimal solution under each constraint. However, as we discuss later, both of them are 65 obtainable through biologically plausible local Hebbian learning rules. The upper left corner represents the performance of the connection-coding scheme (κ c = 1, κ w = 0), and the lower right corner corresponds to that of the weight-coding scheme (κ c = 0, κ w = 1). (F) Estimated log-likelihood ratio between the likelihood calculated in redundant representation and the likelihood derived from optimal inference. Log-likelihood was estimated by log p(s t =µ|{cij ,wij ,r t X,j }) p * (s t =µ|r t X ) i∈Ωµ j (c ij w ij − q jµ ) r t X,j i∈Ωµ . The graph was calculated for combined representations of weight coding and connection coding (i.e., κ = κ w = κ c ).
So which strategy gives a better representation? We evaluated the accuracy of the external state 67 estimation using a bootstrap method (see Materials and methods). Under intermediate connectivity, rates of output neurons selective for the given external state show less variability in connectivity coding 72 than in weight coding, enabling more reliable information transmission ( Fig 2C) . To further understand 73 submitted to bioRxiv 5/32 this phenomenon, we evaluated the maximum transfer entropy of the feed forward connections:
Because of limited connectivity, each output neuron obtained information 75 only from the connected input neurons. Thus, the transfer entropy was typically lower under sparse than 76 under dense connections in both strategies ( Fig 2D) . However, for the connectivity-coding scheme, each 77 output neuron obtained information from relevant input neurons, suppressing the reduction in transfer 78 entropy (orange line in Fig 2D) . Therefore, in the given inference model, the connection structure is 79 helpful for improving performance when the structure increases the transfer entropy of the connections.
80
In the brain, synaptic connectivity and weights often have some redundancy. For example, the EPSP 81 size of a connection in a clustered network is typically larger than the average EPSP size [6] [26] . This 82 positive correlation between connectivity and weight indicates redundancy in the neural representation, 83 and a similar property is expected to hold for interlayer connections [27] . Thus, we next considered the 84 function of this redundancy. To this end, we mixed weight coding and connectivity coding as coding. In these representations, the performance improved by combining the two schemes ( Fig 2E) , In the last section, we showed that in a sparsely connected network, non-random connection structure 96 could be beneficial for computation. But is there any benefit to having a connection structure in a dense 97 network? The results in the previous section indicated that when connectivity was sufficiently dense 98 (ρ > 0.4 in the simulation), both performance and the estimated transfer entropy saturated under an 99 appropriate synaptic weight configuration, even if the connectivity was random. Thus, to consider the 100 potential benefits of non-random connection structures, we next implemented synaptic weight learning in 101 our model while fixing the connectivity. Synaptic weights should minimize KL-divergence between the true 102 input distribution and the estimated input distribution to represent the internal model [28] [29] . Thus, by 103 submitted to bioRxiv 6/32
considering stochastic gradient descending, synaptic weight change ∆w ij = w t+1 ij − w t ij is given as:
The first Hebbian term is derived from the gradient descending, and the second term is the homeostatic 105 term heuristically added to constrain the average firing rates of output neurons [30] (see Materials and 106 methods). We first performed this unsupervised synaptic weight learning on a randomly connected 107 network. When the connectivity was moderately dense, the network successfully acquired a suitable 108 representation ( Fig 3A) , and the model error (Materials and methods) eventually converged ( Fig 3B) . 109
Especially under a sufficient level of homeostatic plasticity ( Fig 3C) , the average firing rate showed a So far, we have revealed that in both sparse and dense networks, non-random connection structures can 119 be beneficial for computation or at least for learning. However, in the previous sections, a specific 120 connection structure was given a priori, although structures in local neural circuits are expected to be 121 obtained with wiring plasticity through the elimination and creation of spines. Thus, we next investigated 122 the underlying rewiring rules that can induce beneficial connection structures. To this end, for each 123 combination (i, j) of presynaptic neuron j and postsynaptic neuron i, we introduced a variable ρ ij , which 124
represents the connection probability. The biological correspondence of this variable is discussed below. If 125 we randomly create a synaptic connection between neuron (i, j) with probability ρ ij /τ c and eliminate it 126 rule of ρ is given as
Remarkably, although this rule does not maximize the transfer entropy of the connections, the directions 133 of stochastic gradients of two objective functions are on average close to one another; therefore, the (2) and (3). When the connection probability is low, a connection between two neurons is rare, 137
and, even when a spine is created due to probabilistic creation, the spine is rapidly eliminated. In the 138 moderate connection probability, spine creation is more frequent, and the created spine survives longer. 139
When the connection probability is high enough, a connection is nearly always formed, and the synaptic 140 weight of the connection is large because synaptic weight dynamics also follow a similar Hebbian rule.
141
We implemented the dual Hebbian rule in our model and compared the performance of the model 142 with that of synaptic weight plasticity on a fixed random synaptic connection. Because spine creation and 143 submitted to bioRxiv 8/32 submitted to bioRxiv 9/32 elimination are naturally balanced in the proposed rule ( Fig 4B top) , the total number of synaptic 144 connections was nearly unchanged throughout the learning process ( Fig 4B bottom) . As expected, the 145 dual Hebbian rule yielded better performance ( Fig 4C) and higher estimated transfer entropy than the 146 corresponding weight plasticity only model ( Fig 4D) . This improvement was only observed when the 147 frequency of rewiring was in an intermediate range ( Fig 4F) . When rewiring was too slow, the model 148 showed essentially the same behavior as that in the weight plasticity only model, whereas excessively 149 frequent probabilistic rewiring disturbed the connection structure. Although a direct comparison with 150 experimental results is difficult, the optimal rewiring timescale occurred within hours to days, under the 151 assumption that firing rate dynamics (equation (1)) are updated every 10-100 ms. Initially, both 152 connectivity and weights were random ( Fig 4E left) , but after the learning process, the diagonal 153 components of the weight matrix developed relatively larger synaptic weights, and, at the same time, 154 connectivity was denser than that for the off-diagonal components ( Fig 4E right) . Thus, through dual 155 Hebbian learning, a network can indeed acquire a connection structure that enables efficient information 156 transmission between two layers; as a result, the performance increases when the connectivity is 157 moderately sparse ( Fig 4G,H) . Although the performance was slightly worse than a fully-connected 158 network, synaptic transmission consumes a large amount of energy [31] , and synaptic connection is a 159 major source of noise [32] ; therefore, it is beneficial to achieve a similar level of performance using a 160 network with fewer connections.
161
Connection structure can acquire constant components of stimuli and enable 162 rapid learning 163 We have shown that the dual Hebbian learning rule helps computation in a sparsely connected network 
where the normalization term is given as Fig 5A) . In this case, when the learning was performed 169 only with synaptic weights based on fixed random connections, although the performance rapidly 170 improved, every time a part of the model changed, the performance dropped dramatically and only 171 gradually returned to a higher level (cyan line in Fig 5B) . By contrast, under the dual Hebbian learning 172 rule, the performance immediately after the model shift (i.e., the performance at the trough of the 173 submitted to bioRxiv 10/32 oscillation) gradually increased, and convergence became faster ( Fig 5B,C) , although the total 174 connectivity stayed nearly the same ( Fig 5D) . After learning, the synaptic connection structure showed a 175 higher correlation with the constant component than with the variable component ( Fig 5E; see Materials 176 and methods). By contrast, at every session, synaptic weight structure learned the variable component 177 better than it learned the constant component ( Fig 5F) . The timescale for synaptic rewiring needed to 178 be long enough to be comparable with the timescale of the external variability T 2 to capture the constant 179 component. Otherwise, connectivity was also strongly modulated by the variable component of the 180 external model ( Fig 5G) , and unable to provide the expectation. After sufficient learning, the synaptic 181 weight w and the corresponding connection probability ρ roughly followed a linear relationship ( Fig 5H) . 182
Remarkably, some synapses developed connection probability ρ = 1, meaning that these synapses were 183 almost permanently stable because the elimination probability (1 − ρ)/τ c became nearly zero. and connection probability follow similar Hebbian-type plasticity rules (Equations (2) and (3)). Therefore, 193 even if we assume that the change in the connection probability is given as a function of synaptic weight, 194 the rule should still give a good approximation. Thus we defined the semi-dual Hebbian learning rule as 195
The upper equation means that if there is a connection between two neurons, the change in connection 196 probability solely depends on its synaptic weight. Previous experimental results suggest that a small spine 197
is more likely to be eliminated [7] [33], and spine size often increases or decreases in response to LTP or 198 LTD, respectively, with a certain delay [34] [35] . Thus we can naturally assume that the connection 199 probability ρ is proportional to spine size. In the absence of a synaptic connection (i.e., c ij = 0), we 200 submitted to bioRxiv 11/32 submitted to bioRxiv 12/32 assume that the connection probability is fixed at a constant value γ 2 w o , regardless of the firing rates of 201 presynaptic and postsynaptic neurons; thus spine creation is totally random. We first applied this rule for 202 the task in the previous section. Although the rule performed poorly compared with the original dual 203 Hebbian rule due to the lack of activity dependence in spine creation, the rule still outperformed the 204 synaptic weight only model in the early phase of the model shift ( Fig 6A) . For a static external model, 205
the dynamics of connection probability well mimicked the experimentally observed spine dynamics [7] [33] 206
( Fig 6B-E) . We next examined the performance of the model in motor learning tasks. Appropriate motor 208 commands are expected to be inferred in the motor cortex based on inputs from pre-motor 209 regions [36] [37] . In addition, the connection from layer 2/3 to layer 5 is considered a major pathway in 210 motor learning [38] . Thus we hypothesized that the input and output layers of our model roughly 211 correspond to layers 2/3 and 5 of the motor cortex. We first studied the influence of training on spine 212 submitted to bioRxiv 13/32
survival [19] (Fig 7A) . Below, to compare with experimental results, we defined 10 5 time steps as one 213 day, and the training and control were defined as two independent external models θ ctrl and θ train . In both 214 training and control cases, newly created spines were less stable than pre-existing spines (solid lines vs. 215 dotted lines in Fig 7B) , because older spines tended to have larger connection probability ( Fig 6D) . By 216 continuous training, pre-existing spines became less stable than those in the control case, while new 217 spines became more stable compared with those in the control case (red lines vs. lime lines in Fig 7B) . 218
The 5-day survival rate of a spine was higher for spines created within a couple of days from the 219 beginning of training compared with that of the control, whereas the survival rate converged to the 220 control level after continuous training ( Fig 7C) . We next considered the relationship between spine 221 dynamics and task performance [18] . For this purpose, we compared task performance at the beginning 222 of the test period among simulations with various training lengths ( Fig 7D) . Here, we assumed that 223 spine elimination was enhanced during continuous training, as is observed in experiments [18] [19] . The 224
performance was positively correlated with both the survival rate at day 7 for new spines formed during 225 the first 2 days and the elimination rate of existing spines (left and right panels of Fig 7E) . By contrast, 226
the performance was independent from the total ratio of newly formed spines from day 0 to 6 (middle 227 panel of Fig 7E) . Without the assumption of enhanced elimination, total new spines were also positively 228 correlated with the performance (S2 Fig B) . These results demonstrate that complex spine dynamics are 229 well described by the semi-dual Hebbian rule, suggesting that the brain uses a dual learning mechanism. 230
Discussion
231
The results of our study propose the following answers to the questions presented in the introduction.
232
When connections are sparsely organized, the synaptic connection structure should be organized such that 233 the estimated transfer entropy becomes larger than that of a randomly connected network to reduce 234 signal variability ( Fig 2C) and improve performance, even in the presence of synaptic weight plasticity 235 ( Fig 4C) . In a densely connected network in which synaptic weight plasticity is sufficient in terms of 236 performance, the synaptic connection structure should encode the time-invariant components of the 237 external model to achieve rapid learning and robust performance ( Fig 5B) . In both cases, synaptic Spine dynamics depend on the age of the animal [16] , the brain region [17] , spine shape [39] , and many 245 molecules play crucial roles [33] For instance, small spines often show enlargement, while large spines are more likely to show shrinkage 248 ( Fig 6B) . Older spines tend to have a large connection probability, which is proportional to spine size 249 ( Fig 6D) , and they are more stable (Fig 6E) . In addition, training enhances the stability of newly created 250 spines, whereas it degrades the stability of older spines ( Fig 7B) .
251
Experimental prediction 252
In the developmental stage, both axon guidance [41] and dendritic extension [42] show Hebbian-type depend on both presynaptic and postsynaptic activity ( Fig 6A) . However, it is possible to replicate a 258 wide range of experimental results on spine dynamics without assuming activity dependence of spine 259 creation (Fig 6, 7) .
260
In addition, whether or not spine survival rate increases through training is controversial [18] [19] . Our 261 model implies that the stability of new spines highly depends on the similarity between new task and 262 control behavior (S2 Fig A) . When the similarity is low, new spines would be expected to be more stable 263 than those in the control case, because the synaptic connection structure also would need to be 264 reorganized. By contrast, when the similarity is high, the stability of the new spines would be comparable 265
to that of the control. Our model additionally replicates the effect of varying training duration for spine 266 stability [18] . When training was rapidly terminated, newly formed spines became less stable than those 267 undergoing continuous training (S2 Fig C) . [47] . Some studies further considered the functional implications [20] [22] or 271 optimality in regard to wiring cost [48] , but the functional significance of synaptic plasticity and the 272 variability of EPSP size were not considered in those studies.
273
It was previously determined that learning with two variables on different timescales is beneficial under 274 a dynamic environment [49] . In our model, both fast and slow variables played important roles, whereas 275 in previous studies, only one variable was usually effective, depending on the context. In addition, our 
Neurons in output layer estimate the hidden variables from input neuron activity. Here we assume 284 maximum likelihood estimation for decision making unit, as the external state is a discrete variable. In this 285 framework, in order to detect the hidden signal, firing rate of neuron i should be proportional to posterior 286
where σ i represents the index of the hidden variable preferred by output neuron i [23] [24] . Due to Bayes 287 rule, estimation of s t is given by, q µj g(r t X,j ) − α(q µj ) + B(r t X,j ) + log p(s t = µ) − log p(r t X ),
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where q jµ ≡ h(θ µj ), α(q µj ) ≡ A h −1 (q jµ ) . If we assume the uniformity of hidden states as q µj g(r t X,j ) + B(r t X,j ) − log p(r t X ) + const.
Let us assume that, at every time t, firing rate of output neurons follow,
where,
If connection is all-to-all, w ij = q jµ gives optimal inference, because
Note that h w is not necessary to achieve optimal inference, however, under a sparse connection, h w is distributions D KL [p * (r t X )||p(r t X |C, W )] would be minimized [28] [29] . Therefore, synaptic weights 302 submitted to bioRxiv 18/32 learning can be performed by argmin W D KL [p * (r t X )||p(r t X |C, W )]. p(r t X |C, W ) is approximated as 
As we were considering population representation, in which the total number of output neuron is 308 larger than the total number of external states, there is an redundancy in representation. To make use of 309 most of population, homeostatic constraint is necessary. For homeostatic plasticity, we set a constraint on 310 the output firing rate. By combining two terms, synaptic weight plasticity rule is given as
By changing the strength of homeostatic plasticity b h , the network changes its behavior. The learning 312 rate is divided by γ, because the mean of w is proportional to 1 γ . Although, this learning rule is 313 unsupervised, each output neuron naturally selects an external state in self-organisation manner.
314
Synaptic connection learning Wiring plasticity of synaptic connection can be given in a similar 315 manner. As shown in Fig 3E, if the synaptic connection structure of network is correlated with the 316 external model, the learning performance gets better. Therefore, by considering 317 argmin ρ D KL [p * (r t X )||p(r t X |ρ, W )], the update rule of connection probability is given as
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Here, we approximated w ij with its average value w o . In this implementation, if synaptic weight is also 319 plastic, convergence of D KL is no longer guaranteed. However, as shown in Fig 2E, rule. Here, we consider relationship of two objective functions. Estimation of the external state from the 332 sampled inputs is approximated as
Therefore, by considering stochastic gradient descending, an update rule of ρ ij is given as 
Because h −1 (q) = σ 2 x q, α is given as α(q) ≡ A h −1 (q) = σ 2
x 2 q 2 + log( √ 2πσ x ). By substituting above 345 values into the original equations, the neural dynamics is given as
Similarly, dual Hebbian rule becomes
Poisson model For Poisson model, we defined mean response probabilities {θ jµ } µ=1,...,p j=1,...,M from a 
As a result, α(q) is defined as α(q) ≡ A h −1 (q) = e q . By substituting them to the original equations, 353 the neural dynamics also follows equation (17) . If connection is all-to-all, by setting w ij = log θµj θo for 354 i ∈ Ω µ , optimal inference is achievable. Here, we normalized θ µj by θ o , which is defined as 355 θ o = 1 2 min j,µ θ µj , in order to keep synaptic weights in non-negative values.
356
Learning rules for synaptic weight and connection are given as
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Note that the first term of the synaptic weight learning rule coincides with a previously proposed optimal 358
learning rule for spiking neurons [29] [50] . In calculation of model error, we error was calculated as
where estimated parameter {q} was given byq jµ = q * jµ qjµ q jq jµ /(pM ) .
360
Non-normalized estimatorq jµ is calculated asq jµ = 1 cij |Ωµ| i∈Ωµ c ij w ij . In S1 Fig F, As the dynamics of output neurons follows
membrane potential variable u i , which is defined as 
where µ M and σ M are the mean and variance of the original non-normalized truncated Gaussian 372 distribution. Because both r X,j and θ jµ approximately follow Gaussian distribution, u i is expected to 373 follow Gaussian. Therefore, by evaluating its mean and variance, we can characterize the distribution of 374 u i for a given external state [51] .
375
In weight coding In weight coding scheme, w ij and c ij are defined as where ρ = γ θjµ σ 2 the analytical estimation.
387
In connectivity coding In connectivity coding, w ij and c ij are given as
If we compare the two coding schemes, mean and covariance are the same for two coding schemes, 390 and as γ satisfies γ = σ 2 x ρ µ θ , variance of non-selective output neuron are similar. The main difference is the 391 second term of signal variance. In the weight coding, signal variance is proportional to 1/ρ, on the other 392 hands, in the connectivity coding, the second term of signal variance is negative, and does not depend on 393 the connectivity. As a result, in the adequately sparse regime, firing rate variability of selective output 394 neuron become smaller in connectivity coding, and the estimation accuracy is better. In the sparse limit, 395 the first term of variance becomes dominant and both schemes do not work well, consequently, the 396 advantage for connectivity coding disappears. Coefficient of variation calculated for signal terms is indeed 397 smaller in connectivity coding scheme (blue and red lines in Fig 2C) , and the same tendency is observed 398 in simulation (cyan and orange lines in Fig 2C) . 
If we ignore fluctuation of ρ caused by stochastic firing, life expectancy T of a spine with connection 403 probability ρ follows, 
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where Z(ρ) is a normalization factor. Thus, spine age distribution is given as, 
where T o is time steps corresponding to one day. As expected, 5 days survival rate was higher for older 411 spines in both analytical calculation and simulation ( Fig 6E) .
412
Details of simulation 413
Model settings In the simulation, the external variable s t was chosen from 10 discrete variables 414 (p = 10) with equal probability (Pr[s t = q] = 1/p, for all q). The mean response probability θ jµ was 415 given first by randomly chosen parameters {θ µ=0,...,p−1 j=1,...,M } from the truncated normal distribution In Fig 5E, the estimation of the internal model from connectivity was calculated by
Similarly, the estimation from the synaptic weight was performed with
Transfer entropy Entropy reduction caused by partial information on input firing rates was evaluated 445 by transfer entropy:
where 447 H(s t |r t X , C) = p µ=1 p(s t = s µ |r t X , C) log p(s t = s µ |r t X , C)
≈ p µ=1 p s t = s µ |{c ij r t X,j } i∈Ωµ log p s t = s µ |{c ij r t X,j } i∈Ωµ , .
Output group Ω µ was determined as described above. Here, the true model was used instead of the 448 estimated model to evaluate the maximum transfer entropy achieved by the network.
449
Code availability 450 C++ codes of the simulation program will be available at http://modeldb.yale.edu/181913.
451
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